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FIG. 1, native human IL-13 (SEQ ID NO. 1) 

GPVPPSTALRELI 
APLCNGSMVWSIN 
SLINVSGCSAIEK 
KVSAGQFSSLHVR 
DLLLHLKKLFREG 
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FIG. 2, native murine IL-13 (SEQ ID NO. 2) 
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FIG. 4, IL-13 sequences from non-human primates 
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HliKKLFREGQFN . cynomolgus IL13 

HLKKLFREGRFN . liiesus IL13 

HLRKLFHQGTFN . marmoset ELI 3 
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SEQ ID NO. 9 



WO 2004/019975 



4/35 



PCT/GB2003/003729 



FIG. 5, Immunogen 1 (SEQ ID NO. 10) 

GGCCCTGTGCCTCCCTCTAGCGCCCTCAAGGAGCT^ 



1 + + + + + + 60 

CCGGGACACGGAGGGAGATCGCGGGAGTTCCTCGAGTAACTCCTCGACCGGTTGTAGTGG 
GPVPPSSALKELIEELANIT 

CAGAACCAGAAGGCTCCGCTCTGCAATGGCAGCATGGTATG^^ 

5X + + + + + + 120 

GTCTTGGTCTTCCGAGGCGAGACGTTACCGTCGTACCATACCTCGTAGTTGGACTGTCGA 
QNQKAPLCNGSMVWS INLTA 

GGCATGTACTGTGCAGCCCTGGACTCCCTGATC^CGTGTCAGGCTGCAGTGCCATCGAG 

121 + + + + + + 180 

CCGTACATGAC^CGTCGGGACCTGAGGGACTAGTTGCACAGTCCGACGTCACGGTAGCTC 
GMYCAALDSLINVSGCSAIE 

CGGACCCAGAGGATCTTGAGCGCCTTCTGCCCGCACAAGGTCTC^GCTGGGCAGTTTTCC 

181 + + + + + + 240 

GCCTGGGTCTCCTAGAACTCGCGGAAGACGGGCGTGTTCCAGAGTCGACCCGTCAAAAGG 
RTQRI LSAFCPHKVSAGQFS 

AGCTTGCGTGTCCGAGACACCAAAATCGAGGTGGCCCAGTTTGTAACGGACCTGCTCGTA 

241 + + + + + + 300 

TCGAACGCACAGGCTCTGTGGTTTTAGCTCCACCGGGTCAAACATTGCCTGGACGAGCAT 
SLRVRDTKIEVAQFVTDLI.V 

CATTTAAAGAGACTTTTTCGCCAGGGAACGTTCAAC 

301 + + + 336 

GTAAATTTCTCTGAAAAAGCGGTCCCTTGCAAGTTG 
HLKRLFRQGTFN 
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FIG. 6, Immunogen 2 (SEQ ID NO. 11) 

GPVPPSTALRELIEELVNIT 
QNQKAPLCNGSMVWSINLTA 
GMYCAALESLINVSGCSAIE 
KTQRMLGGFCPHK F N N F T V S 
F W L R VPKVSASHLE D T K I E V 
AQFVKDLLLHLKKLFREGRF 

N 

FIG. 7, Immunogen 3 (SEQ ID NO. 12) 

F N N FTVSFWLRVPKVSASHL 
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FIG. 9, Immunogen 5 (SEQ ID NO. 14) 

FNNFTVS FWLRVPKVSASHL 
EGPVPRSVSLPL.TLKEL.IEE 
LSNI TQDQTPLCNGSMVWSV 
DLAAGGFCVALDSLtTNISNC 
NAIYRTQRILHGL.CNRKAPT 
TVSSLPDTKIEVAHFI TKLL 
SYTKQLFRHGPF 

FIG. 10 Immunogen 6 (SEQ ID NO. 15) 

FNNFTVSFWLRVPKVSASHL 
EGPVPRSVSLPVTLKELIEE 
LTNI TQDQTPLCNGSMVWSV 
DLAAGGFCVALDSLTNI SNC 
NAIFRTQRILHALCNRKAPT 
TVSSLPDTKIEVAHFITKLL 
TYTKNLFRRGPF 
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FIG 1 1, Immunogen 7 (SEQ ID NO. 16) 



TACGTACATTCCGACGGOTCTTATCCAAAAGACAAGTTTGAGAAAATCAATGGCACTTGG 

+ + + + + + 

YVHS DGSYPKDKFEKINGTW 

TACTACTTTGACAGTTC^GGCTATATGCTTGC^GACCGCTGGAGGAAGC^CAC^GACX^C 

+ + + + + + 

YYFD S SGYMIjADRWR KHTDG 

AACTGGTACTGGTTCGACAACTCAGGCGAAATGGCTACAGGCTGGAAGAAAATCGCTGAT 

+ + + + + + 

NWYW FDNS GEMATGW KKIAD 

AAGTGGTACTATTTCAACGAAGAAGGTGCCATGAAGAGAGGCTGGGTCAAGTACAAGGAC 

+ + + + + + 

KWYY F N E E GAMKTGWVKYKD 

ACTTGGTACTACTTAGACGCTAAAGAAGGCGCCATGCAATACATCAAGGCTAACTCTAAG 

+ + + + + + 

TWYYIiDAKEGAMQYI KANSK 

TTCATTGGTATCACTGAAGGCGTCATGGTATCAAATGCCTTTATCCAGTCAGCGGACGGA 

+ + + + + + 

FIGITEGVMVSNAFI QSADG 

ACAGGCTGGTACTACCTCAAACCAGACGGAACACTC 

+ + + + + + 

TGWYYIiKPDGTLADRPEGPV 

CCTCCCTCTAGCGCCCTGAAGGAGCTCATTGAGGAGCTGGCCAAGATCACCCAGAACCAG 

+ + + + + + 

PPSSALKELIEELANITQNQ 

AAGGCTCCGCTCTGCAATGGCAGCATGGTATGGAGC^TCAACCTGACyVGCTGGCATGTAC 

+ + + 4- + + 

KAPliCNGSMVWSINIiTAGMY 

TGTGCAGCCCTGGACTCCCTX3ATCAACGT 

+ + + + + + 

CAALDSIjI nvsgcsai ertq 

AGGATCTTGAGCGCCTTCTGCCCGCACAAGGTCTGAGCTGGGCAGTTTTCCAGCTTGCGT 

+ + + + + + 

RILSAFCPHKVSAGQFSSLR 

GTCCGAGA(^CCAAAATCX3AGGTGGCCCAGTT^ 

+ + + + + + 

VRDTKI EVAQFVTDLiIiVHLK 

AGACTTTTTCGCCAGGGAACGTTCAAC 
RLFRQGTFN 
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FIG. 12, Immunogen 8 (SEQ ID NO. 17) 

TCCTCTCATTCTTCTAACATGGCGAACACCCAGATGAAGTCCGATAAAATCATCATCGCG 

+ + + + + + 

SSHSSNMANTQMKSDKI IIA 

CACAGGGGAGCTAGCGGGTATCTGCCTGAGCACACCCTGGAGTCCAAGGCTCTGGCGTTC 

+ + + + + + 

HRGASGYLPEHTIiESKALAF 

GCCC^GC^GGCTGACTACCTGGAGC^GGACCrGGCGATGACAAAGGATGGCCGCCTCGTG 

+ + + + + + 

AQQAD YliE QDIiAMTKD GRIiV 

GTGATCC^TGACCATTTTCTCGACGGACTGACCGACGTCGCC^GAAGTTCCCCCACCGC 

+ + + + + + 

VIHDH FLDGLTDVAKKFPHR 

CATAGGAAGGACGGGAGGTATTACGTGATTGACTTCACCCTCAAGGAGATCCAGAGCCTG 

+ + + + + + 

HRKDGRYYVIDFTLKEIQSLi 

GAGATGACCGAGAACTTCGAGACCGGCCCTGTGCCTCCCTCTAGCGCCCTCAAGGAGCTC 

+ + + + + + 

EMTENFETGPVPPSSALKEL 

ATTGAGGAGCTGGCCAACATCACCCAGAACCAGAAGGCTCCGCTCTGCAATGG 

+ + + + + + 

IEELANITQNQKAPLCNGSM 

GTATGGAGCATCAACCTGACAGCTGGCATGTACTGTGCAGCCCTGGACTCCCTGATCAAC 

+ + + + + + 

VWSINLTAGMYCAAliDSLIN 

GTGTCAGGCTGCAGTGCCATCGAGCGGACCCAGAGGATCTTGAGCGCCTTCTGCCCGCAC 

+ + + + + + 

VSGCSAIERTQRIIiSAFCPH 

AAGGTCTCAGCTGGGCAGTTTTCCAGCTTGCGTGTCCGAGACACGAAAATCGAGGTGGCC 

+ + + + + + 

KVSAGQFS SIiRVRDTKI EVA 

GAGTTTGTAACGGACCTGCTCGTACATTTAAAGAGACTTTTTCGCCAGGGAACGTTCAAC 

+ + + + + + 

QFVTD LiIiVHIiKRLFRQGTFN 
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FIG. 13, Immunogen 9 (SEQ ID NO. 18) 

TTTAATAATTTTACCGTTAGCTTTTGGTTGCGTGTTCCTAAAGTATCTGCTAGTCATTTA 

+ + + + + + 

FNNFTVS FWLRVPKVSASHL 

GAAGGCCCTGTGCCTCCCTCTAGCGCCCTCAAGGAGCTCATTGAGGAGCTGGCCAACATC 

+ + + + + + 

EGPVPPSSAIiKELIEELANI 

ACCCAGAACCAGAAGGCTCCGCTCTGCAATGGCAGCATGGTATGGAGCATCAACCTGACA 

+ + + + + + 

TQNQKAPLCNGSMVWSINLT 

GCTGGCATGTACTGTGCAGCCCTGGACTCCCTGATC^CGTGTCAGGCTGC^GTGCCATC 

+ + + + + + 

AGMYCAALDSLINVSGCSAI 

GAGCGGACCCAGAGGATCTTGAGCGCCTTCTGCCCGCACAAGGTCTCAGCTGGGCAGTTT 

+ + + + + + 

ERTQRI LSAFCPHKVSAGQF 

TCCAGCTTGCGTGTCCGAGACACCAAAATCGAGGTGGCCC^GTTTGTAACGGACCTGCT 

+ + + + + + 

SSLRVRDTKIEVAQFVTDLL 

GTACATTTAAAGAGACTTTTTCGCCAGGGAACGTTCAAC 
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FIG. 14, Immunogen 10 (SEQ ID NO. 19) 

TTTAATAATTTTACCGTTAGCTTTTGGTTGCGTGTTCCTAAAGTATCK3CTAGTCATTTA 

+ + + + + + 

FNNFTVSFWLRVPKVSASHL 

GAAGGCCCTGTGCCTCCCTCTAGCGCCCTCAAGATTCTCATTGAGGAGCTGGCCAACATC 

+ + + + + + 

EGPVPPSSALKIIilEELANI 

ACCC^GAACCAGAAGGCTCCGCTCTGCAATGGCAGCATGGTATGGAGCATCAACCTGACA 

+ + + + + + 

TQNQKAPLCNGSMVWSINLT 

GCTGGCATGTACTGTGCAGCCCTGGACTCCCTGATCAACGTGTCAGGCTGCAGTGCCATC 

+ + + + + + 

AG MYCAALDSL INVSGCSAI 

GAGCGGACCCAGAGGATCTTGAGCGCCTTCTGCCCGCACAAGGTCTCAGCTGGGCAGTTT 

+ + + + + + 

ERTQRILSAFCPHKVSAGQF 

TCCAGCTTGCGTGTCCGAGACACCAAAATCGAGGTGGCCCAGTTTGTAACGGACCTGCTC 

. + + + + + 

SSLRVRDTKIEVAQFVTDLL 

GTACATTTAAAGAGACTTTTTCGCCAGGGAACGTTCAAC 
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FIG 15, Immunogen 1 1 (SEQ ID NO. 20) 

GPVPPSSALKELIEELANIT 
QNQKAPLCNGSMVWSINLTA 
GMYCAALDSLINVSGCSAI E 
RTQRILSAFCPHKVSAGQFS 
SLHVRDTKI EVAQFVTDLLV 
HLKRLFRQGRFN 



FIG. 16, Immunogen 12 (SEQ ID NO. 21) 
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FIG. 17, Immunogen 13 (SEQ ID NO. 22) 

GPVPPSSALRELIEEL.ANITQNQKAPL.CNG 
SMVWS INLTAGMYCAALESLINVSGCSAI D 
KTQRMLSAFCPHKVSAGQFSSLHVRDTKIE 
VAQFVKDLLVHLKRLFRDGRFN 
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FIG. 18, P CDNmIL13CDFC (SEQ ID NO. 23) 

Kpnl 
I 

AAC CGTCAG AT CGC CTGG AG ACG C CAT CG AATTCGGT ACCGCCAC CATGG CGCT CTGGGT 



961 + + + + + + 1020 

b B * h w v - 

1021 — — - — + + + + + + 1080 

b TAVL ALACIiGRt^AAP G P V P R - 

1081 ^^™TCTCTCCCTCTGACCCTT ft G + + 1140 

b sVSIiPI*TLKEIiIEEIiSNITQ- 

AGACCAGACTCCCCTGT<3CAACGGCAGCATGGTATGGAGTGTGGA 
1141 + +— -+ t— + + + 1200 

b DQTPLCNGSMVWSVDLAAGG- 

GTTCTGTGTAGCCCTGGATTCCCTGACCAACATCTCCA 
1201 — + + + +— + + 1260 

b FCVAI1DSI1TNISNCNAIYRT- 

CCAG CGT ATTTTG CATGG CCTCTGTAACCGCAAGTTTAATAATTTTACCGTTAGC^^ 
12 61 + + + + + + I 320 

b QRILHGIj CNRKFNNFTVSFW- 

GTTG CGTGTTCCTAAAGTATCTG CT AGTCATTTAGAAG AT AC CAAAATCG AAGT AGCC CA 
13 2l + + -+ + + + 1380 

b LRVP-KVSASHI»EDTKIEVAH- 

CTTTATT ACAAAACTC4CTCAG CTACACAAAG CAACTGTTT CG C CACGGCCCCTT CCTG GA 
1381 + + + + + + I 440 

b FITKIiLSYTKQLFRHGPF Ij E - 

BaxnHI 

GGTCCTGTTCcagGGACCAGGATCCGAGCCCAAATCGGCCX^CAAAACTCA. 
1441 + + + + — + + 1500 

b V L F Q G P GSEPKSADKTHTCP- 

ACOTTGCCCAGC!ACCTGAACTCCT<3GGGGG 
1501 + + + + + + 1560 

b PCPAPELLGGPSVFLFPPKP' 

CAAGGACkCCCTCATGATCTCCCXsGACCCCITG 
1561 + + — + + + + 1620 

b KDTLMXSRTPBVTCVVVDVS- 

CCACGAAGACCCTGAGGTCAAGTT CAACTGGTACGTGGACGGCGTGGAGGTGCATAATG C 
1621 + + + + + + 1680 

b HBDPBVKFNWYVDGVEVHNA- 
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CAAGACAAAGCCGCGGGAGGAGCAGTACAACAGCACGTACCGTGTGGTCAGCGTCCTCAC 
1681 + + + + + + 1740 

b KTKPREEQYNSTYRVVSVLT- 

CGTCCTGCACCAGGACTGGCIt3AATGGCAAGGAGTACAAGTGCAAGGTCT 
1741 + + + + + + 1800 

b VLHQDWLNGKEYKCKVSNKA- 

CCTCCCAGCCCCCATCGAGAAAACCATCTCCAAAG CCAAAGGGCAG CCCCG AGAACCACA 
1801 + + + + + + I860 

b LPAPXEKTISKAKGQPREPQ- 

GGTGTACACCCTGCCCCCATCCCGGGAGGAGATGACCAAGAACCAGGTCAGCCTGACCrrc 
1861 + + + + + + 1920 

b VYTIiPPSREEMTKNQVShTC" 

CCTGGTCAAAGGCTTCTATCCCAGCGACAT(^C 
1921 + + + + + + 1980 

b L VKGFYPSDIA V E WBSNGQP^ 

GGAGAACAACTACAAGACCA03CCTCCa3TGCIX3GA 
1981 + + : + + + + 2040 

b ENNYKTTPPVLDSDGSFFLY- 

TAGCAAGCTCACTCTGGACAAGAGCAGGTGGCAGCAGG 
2041 + + + + + + 2100 

b SKLTVDKSRWQQGNVFSCSV- 

2101 + + + + + + 2160 

b MHBALHNHYTQKSLSZiSPGK- 

BaznHI 
I 

ATGAGTGTAGATCCGTTAACGGTTACCAACTACCTAGGGATCCGTTAACGGTTACCAACT 
2161 + + + + + + 2220 

b * 
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FIG. 19, pCDNmIL13p30FC (SEQ ID NO. 24) 

Kpnl 
I 

AAC CGTCAG ATCG C CTGG AG ACG CCATCGAATTCGGTACCG CCAC CATGG CG CTCTGGGT 
961 + + + + +- + 1020 

b m a. tj w v — 

102 1 + 1080 

b TAVT.ALACL GGLAAP P N N F T - 

CGTTAGCTTTTGGTTGCGTGTTC CTAAAGTAT CTG CTAGTCATTT AGAAGGGC CGGTG CC 

108 1 + + + +- + + 1140 

b VSFWIiRVPKVSASHLEGPVP- 

ACGTTCTGTGTCTCTCCCTCTGACCCTTAAGGAGCTTATTGAGGAGCTGAGCAACATCAC 
1X41 + + + + + + 1200 

b RSVSLPLTLKELIEELSNIT- 

AGAAGACCAGACTCCCXTrGTGCIAACGGCAGCATGGTATGGAGTGTGGACC 
120 i + + + + + + 1260 

b QDQTPIiCNGSMVWSVDLAAG 

OSGGTTCTGTGTAGCCCTGGATTCCCTGACCAACATCTCCAATTGCAATGC 
1261 + + + + + + 1320 

b GFCVALDSLTNISNCNAIYR- 

TACCCAGCGTATTTTGCATGGCCTCTGTAACCGCAAGGCCCCCACTACGGTCT 

1321 +— +" + + + + 1380 

b TQRILHGLCNRKAPTTVSSL~ 

CC CCG AT ACCAAAAT CG AAGT AGCCCA.CTTTATTACAAAACTGCTCAG CT ACACAAAGCA 
1381 + + + - + + + 1440 

b PDTKIEVAHFITKLLSYTKQ- 

BamHI 
i 

ACTGTTTCGCCA<TGGCCCC!TTCCTGGAGGTCC^^ 
1441 + - -+ + +- + + 1500 

b LFRHGPF LEVIiFQGP G S B P K 

ATCGGCTOACAAAACTCACACATGCCCZACCGTGCCCAGCACCT^ 
1501 + + — + + +— -+ 1560 

b SADKTHTCPPCPAPELbGGP- 

GTCAGTCTTCCTCTTCrc<XCAAAACCCAAGGACACCCT 
1561 — +-- — + + + + + 1620 

b SVFLPPPKPKDThMISRTPE- 

GGTCACATGCGTGGTGGTGGACX3TGAGCCACGAAGACCCTGAGGTCAAGTO 
1621 + + + + + + 1680 

b VTCVVVDVSHEDPBVKFNWY- 
CGTGG ACGGCGTG G AGGTGCAT AATG CCAAGACAAAG CCG CGGG AGGAG CAGTACAACAG 
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1681 + + + + + + 1740 

b VDGVEVHNAKTKPREEQYNS 

CACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACC^GGACTGGCTGAATGGCAAGGA 
174X + + + + + + 1800 

b TYRVVSVLTVbHQDWLNGKE^ 

GTACAAGTGCAAGGTOTCC^U^CAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCC^ 
1801 + + + + + + 1860 

b YKCKVSNKA LPAPIEKTISK^ 

AGCCAAAGGGCAGCCCCX3AGAACC^CAGGTGTACACCCTGCCCCCATCCCGGGAGGAGAT 
1861 + + + + + + 1920 

b AKGQPREPQVYTXjPPSREBM- 

GACCAAGAACC^GGTCAGCCTGACOTGCCrGGTCAAAGGCrTCTATCCCAGCGACATCGC 
1921 + + + + + + 1980 

b TKNQVSLTCbVKGFYPSDIA^ 

CGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCT 
1981 + + + + + + 2040 

b VEWESNGQPENNYKTTPPVL^ 

GGACTCCGACGGCTCCTTCTTCCTCTATAGCAAGCTCACCGTGGACAAGAGCAGGTGGCA 
2041 + + + + + + 2100 

b DSDGSFFltYSKliTVDKSRWQ 

GCAGGGGAATOTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTACACGCA 
2101 + + + + + + 2160 

b QGNVFSCSVMHEALHNHYTQ 

GAAGAGCCTCTCCCTGTCTCCH3GGTAAATGAGTGTAGATCC^TTAACGGTTACC^^CTAC 
2161 + + + + + + 2220 

b KSItSLSPGK*- 
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FIG. 20, P CDNcIL13newFC (SEQ ID NO. 26) 

Kpnl 
I 

AACCGTCAGATCGCCTGGAGAC^CCATCGAATTCGGTACCGCCACCATGGCGCTCrGGGT 
961 -- -- + + + + + + 1020 

b M A Ii W V - 

GACrcCAGTCCTGGCTCTTGCrTGCCTTGGTGGTCT 
1021 + + + + + — + 1080 

b TAVIiAIiACXiGGLAAP F N N F T - 

CGTTAGCTTTTGGTTGCGTGTTCCTAAAGTATCTGCTAGTCATTTAGAAGGGCCGGTGCC 
1081 « — + + + + + + 1140 

b VSFWLRVPKVSASHLEGPVP- 



1141 + + + + + + 1200 

b RSVSLPVTLKEIiIEEIjTNIT- 

ACAAGACCAG ACTCCCCTGTG CAACGGCAGCATGGTATGG AGTGTGGAC CTGG CCG CTGG 
1201 + + + + + + 1260 

b QDQTPLCNGSMVWSVDIiAAG- 

CGGGTTCTGTGTAGCCCTGGATTCCCTGACCAACATCTCCTIATTGCAATGCC^TCTTCCG 
1261 + -- -+ + + + + 1320 

b GFCVALD S JjTNI SNCNAI F R - 

TACCCAGCGTATTTTGCATGCCCTCTGT^ 
1321 — + + + + + — + 1380 

b TQRIIiHALCNRKAPTTVSSL- 

CCCCGATACCAAAATCGAAGTAGCCCACTTTATTA 
1381 + + + — - + + + 1440 

b PDTKIEVAHFITKIiLTYTKN- 

BamHI 
i 

CCrcTTTa3CCGOMCCCCreCCIX3GAG 
1441 + --+ + + + + 1500 

b LFRRGPF LEVLFQGP G S E P K - 

ATCGGCCGACAAAACTCACACAT^CCCACCGTGCCC^ 
1501 - + + + + + - " + 1560 

b SADKTHTCPPCPAPBLLGGP- 
GTCAGTCTTCCTCTTCCCCCCAAAACCCAA 



1561 



-+ 1620 



b SVFLFPPKPKDTJJMISRTPB- 

GGTG&CATGCX3TGGTGGTGGACGTGAGCCACGAAGACC 
1621 - + + + + + + 1680 

b VTCVVVDVSHEDPEVKFNWY- 
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CGTGG ACGG CGTGG AGGTG CAT AATG CCAAG ACAAAG CCG CGGG AGGAG CAGT ACAACAG 



1681 + -+ + + " + + 1740 

b VDGVBVHNAKTKPREEQYNS- 

CACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGA 
1741 + + + + + + 1800 

b TYRVVSVLTVLHQDWLNGKB- 

GTACAAGTGCAAGGTCTCCAACAAAGCCCTCC 
1801 + + + + + + I860 

b YKCKVSNKALPAPXBKTXSK- 

AGCC^U^GGGCAGCCCCGAGi^CCACAGGTGTACACCCTGCCCCCATCCCGGGAGGAGAT 
1861 — -+ + + + + + 152° 

b AKGQPREPQVYTLPPSREBM- 

GACCAAGAACCAGGTC^GCCTGACCTGCCTC 
1921 + + + + + + 1980 

b tKNQVSLTCImVKGFYPSDXA- 

CGTGGAGTGGGAGAGCAATGGGCAGC CGGAGAACAACT ACAAGACCACG CT 
1931 + + + + + + 2040 

b VEWESNGQPBNNYKTTPPVL^ 

GGACTCO^CGGCTCCTTCTTCCTCTATAG 
2041 + + + + + + 2100 

b DSDGSPFIjYSKImTVDKSRWQ- 

GCAGGGGAACGTCTTCTCATGCTCCX3TC 
2101 + + + + + + 2160 

b QGNVPSCS VMHBALHNHYTQ 

2161 -----+ + + + + + 2220 

b KSLSLSPGK* 



WO 2004/019975 



17/35 



PCT/GB2003/003729 



FIG. 21, P CDNIL13oldFC (SEQ ID NO. 29) 



Kpnl 
I 

AACCGTCAGATCGCCTGGAGACGCCATCGAATTCGGTACC^ 
961 + + + + + + 1020 

b M A Ii W V - 

GACTGCAGTCCTGGOTCTTGCTTGCCT 
1021 + + + + + + 1080 

b TAVL AIiACIiGGLAAP G P V P R - 

TT CTG TGTCTCTCC CT CTG AC CCTTAGGGAGCTCATTGAGGAG CTGGT CAACATCACACA 
1081 + + + + + + H40 

b SVSLPLTIiREIilEELVNITQ 

AGACCAGACTCCCCTGTGCAACGGCAGCATGGTATGGAGTGTGGACCTGGCCGCTGGCGG 
1141 + + + + + + 1200 

b DQTPLCNGSMVWSVDLAAGG 

GTACTGTGCAG C CCTGGAAT CC CTGACCAATATTTCCAATTGCAATGCCATCG AG AAGAC 
1201 + + + + + + 1260 

b YCAALESLTN ISNCNAI EKT - 

CCAGAGGATGCTGGGCGGACTCTGTAACCGCAAGGCCCCCACTACGGTCTCCAGCCTCCC 
1261 + + + + + + 1320 

b QRMLGGZiCNRKAPTTVSSIjP 

CGATACCAAAATCGAGGTGGCCCAGTTTGTAAAGGA 
1321 - + + + + + + 1380 

b DTKIEVAQFVKDIiLSYTKQL- 

BamHI 
I 

GTTTCXX!CACGGCCCCTTCCTGGAGGTCCTGTTC 
1381 + + + + + + 1440 

b F R H G P P IiEVLFQGP G S E P K 3 - 

1441 + + + + + + 1500 

b ADKTHTCPPCPAPBLLGGPS^ 

AGTCTTCCTCTTCCCCCCTUUVACCCA^ 
1501 + + + +- -+ + 1560 

b VFLFPPKPKDTLMISRTPBV- 

CACATGCGTGGTGGTGGACGTGAGCCACGAAGACCCT 
1561 + + + + +— — + 1*20 

b TCVVVDVSHEDPEVKFNWYV^ 

GGACGG03TGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAG 
1621 + + + + — + + 1680 

b DGVEVHNAKTKPREBQYNST- 
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GTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTA 



1681 + + + + + + 1740 

b YRVVSVLTVItHQDWIiNGKBY- 

C^GTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAAGC 
1741 + + + + -- + + 1800 

b KCKVSNKALPAPIEKTISKA- 

CAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGAGGAGATGAC 
1801 + + + + + + 1860 

b KGQPREPQVYTLPPSREEMT- 

CAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGCCGT 
1861 + + + + + + 1920 

b KNQVSLTCLVKGFYPSDXAV- 

GGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCX5TGCTGGA 
1921 + + + + + + 1980 

b BWESNGQPENNYKTTPPVLD 

CTCCGACGGCTTCCTTIOrTC^rCTATAGCAAGOTCACCGTGGACAAGAGCAGGTGGCAGCA 
1981 + + + + + + 2040 

b SDGSFFLYSKLTVDKSRWQQ- 

GGGGAACGTCTTCTCATGCTCCGTGATGC^TG^ 
2041 + + + + + + 2100 

b GNVFSCSVMHEAhHNHYTQK- 

2101 + + + + + + 2160 

b SLSLSPGK* 
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Figure 22, 



Average serum EL13 neutralisation capacity generated in vaccine 
treated and passively administered anti-IL13 treated mice 




gst-cIL13 + ImmunEasy gst-cIL13 + ASOlb passive anti-IL13 polyclonal 
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i^BLE COPY 



Figure 24, 



Differential cell counts in BAL 




eosinophils 



lymphocytes 



macrophages 



neutrophils 
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BfcSt WAIUA^UB COPY 



Figure 25, 



Goblet cell metaplasia 




□ baseline 

■ maximum pheno type 
H dexamethas one 
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Figure 2 6A, gst-cIL13 + * ImmunEasy' 




Figure 2 6B, gst + 



^ImmunEasy' 
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BfcSi AVAILABLE COPY 



Figure 28, Dexamethasone 
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BEST AVAILABLE COPY 

Figure 30, 



Correlation between goblet cell metaplasia (GCM) score and level of 
DL13 neutralisation generated in serum. 




GCM score 
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BEST AVAILABLE COPY 

Figure 31 



Effect of various adjuvants on the immunogenicity of gst- 
clL13 (day 99, post 4 doses of vaccine, BalbC mice). 




B C D 
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BEST AVAILABLE COPY 

Figure 32, 



Effect of adjuvants on the immunogenicity of p30-clL13, serum samples 
at 1/100 dilution (day 63, post 3 vaccine doses, in CD-1 mice). 
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BEST AVAILABLE COPY 



Figure 33, 



Effect of adjuvants on the immunogenicity of p30-clL13 (day 
63, post 3 vaccine doses, CD-1 mice). 




WO 2004/019975 



31/35 



PCT/GB2003/003729 



BEST AVAILABLE COPY 

Figure 34, 



Effect of adjuvants on the immunogenicity of 
p30-clL13, serum samples at 1/100 dilution (day 63, 
doses, in CD-1 
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Figure34, 



Effect of adiuvants on the immunogenicitv of 
p30-clL13 (day 63, post 3 vaccine doses. 
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Figure 36, 



Effect of adjuvants on the immunogenicity of p30-clL13, serum 
samples at 1/100 dilution (day 63, post 3 vaccine doses, in CD-1 mice). 
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Figure 37, 



Effect of adjuvants on the immunogenicitv of 
p30-clL13 (day 63, post 3 vaccine doses, 
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FIG 38, SEQIDNO. 30 



GGGCCGGTGCCAAGATCTGTGTCTCTCCCTCTGACCCTTAGGGAGCTCATTGAGGAGCTG 

1 + + + + + + 60 

GPVPRSVSLPIiT LREXil EEL 

GTCAACATCACACAAGACCAGACTCCCCTGTGCAACGGCAGCATGGTATGGAGTGTGGAC 

61 + + + + + + 120 

V N ITQDQTPLCNGSMVWSVD 

CTGGCCGCTGGCGGGTACTGTGCAGCCCTGGAATCCCTGACCAACATCTCCAATTGCAAT 

121 + + + + + + 180 

L A A G G YCAAIiESL TNI S N C N 

GCCATCGAGAAGACCCAGAGGATGCTGGGCGGACTCTGTAACCGCAAGGCCCCCACTACG 

181 + + + + + + 240 

AIEKTQRMLGG LCNRKAPTT 

GTCTCCAGCCTCCCCGATACCAAAATCGAGGTGGCCCAGTTTGTAAAGGACCTGCTCAGC 

241 + + + + + + 300 

V S S L P D T KIEVAQFVKDLIi S 

TACACAAAGCAACTGTTTCGCCACGGCCCCTTCTAA 

301 + + + 336 

YTKQLFRHGPF* 



